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ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 



2008:590502 



iryl cart 
and t.lu-i 



Y.inq, Bingwoi 



in treatment, ol d i :;c; 
ko, Lidia M.; Vaccar 
, David R. ; Dhar, T. 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Bristol-Myers Squibb Company, USA 
PCT Int. Appl., 177pp. 
CODEN: PIXXD2 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DAT I 1 , 



WO 2008057862 



BY, 

PRIORITY APPLN. INFO.: 

OTHER SOURCE (S) : 

AB Non-steroidal com 



;al c 



12 20080515 WO 2007-US83094 20071C 

AG, AL, AM, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, 

CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG, ES, 

GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS, JP, KE, 

KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD, 

MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, 

PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, 

TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW 

AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, 

IS, IT, LT, LU, LV, MC, MT, NL, PL, PT, RO, SE, SI, SK, TR, 

BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, 

GH, GM, KE, LS 



r, TM 

US 2006-855950P 

i : 5 61 92 Z 

rided which are useful in t 
the glucocorticoid receptc 
jry and immune disease 



of foi 



i hydrE 



phar 



ted dis 



lethods of t 



Dinpds. 



n f I. ; 



■ mpds. 



ituted alkyl, cycloalkyl, 
heterocyclyl; Ma and Za are independently a bond and Cl-3 alkylene; Q is 
H, (un) substituted Cl-4 alkyl; Q and R6 taken together to form a 3- to 
6-membered cycloalkyl; Q and M taken together to form a 3- to 7-membered 
heterocyclic ring; Z is cycloalkyl, heterocyclyl and (hetero ) aryl ; Rl - R4 
are independently H, halo, (un) substituted alkyl, (un) substituted alkenyl, 



(un) substituted alkynyl, N02, CN, OH and derivs . , etc.; R6 is 
(un) substituted alkyl, (un) substituted alkenyl, (un) substituted alkynyl, 
CHO, acyl, C02H and derivs., etc.; R7 is halo, (un) substituted alkyl, 
(un) substituted alkenyl, (un) substituted alkynyl, N02, CN, OH and derivs. 
etc.; R22 is H, (un) substituted alkyl, CO-alkyl, C02-alkyl, S02-alkyl, 
alkoxy, (un) substituted amino, (hetero) aryl, heterocyclyl , and cycloalkyl 
and their enantiomers, diastereoisomers, and pharmaceutically acceptable 
salts thereof, are claimed. Example compound II was prepared by amidatio 
2,2-diphenyl-l-methylcyclopropane-l-carboxylic acid with 2-aminothiazole . 
All the invention compds . were evaluated for their GR and AP-1 modulatory 
activity. From the assay, it was determined that compound II exhibited K 



(Reactant or reagent) 
(intermediate; prepE 
modulators of glucoc 
treatment of disease 
650626-13-4 CAPLUS 
Acetamide, N-[5-(4-fluc 
NAME) 



L-naphthalenyl) -lH-imidazol-2-yl] - 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



2008:224089 CAPLUS 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT NO. 



Preparation of xanthenes, thioxanthenes and 
benzopyranopyridines, and related analogs as 
modulators of glucocorticoid receptor, ap-1, 
nf-kb activity and use thereof 

Weinstein, David S.; Gong, Hua; Duan, Jingwu; 

g. Murali; Yang, Bingwei Vera; Chen, Ping; Ji 

Bristol-Myers Squibb Company, USA 

PCT Int. Appl., 34 9pp. 

CODEN: PIXXD2 

Patent 



KIND DATE 



APPLICATION NO. 



S021926 A2 20080221 WO 2007-US75543 20070809 

S021926 A3 20080522 

AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, CA, 

CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG, ES, FI, 



GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, 
KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD, ME, 



PRIORITY APPLN. INFO.: 



ring is optionally substituted with R5-8; X, Y, and Z independently = 
-A1QA2-; Q independently = bond, O, S, S (O) , and S(0)2; Al and A2 
independently = bond, (un) substituted alkylene, alkenylene with 
provisions; Rl-8 independently = H, halo, (un) substituted alkyl, etc.; R9 
and RIO independently = H, halo, (un) substituted alkyl, alkenyl, alkynyl, 
etc.; Rll = H, alkoxy, aryl, (un) substituted alkyl, etc.; R12 = 
heterocyclo, heteroaryl and CN] , and their pharmaceutical^ acceptable 
salts are prepared and disclosed as useful in treating diseases associated wi 
modulation of the glucocorticoid receptor, AP-1, and/or NF-KB activity, 
including inflammatory and immune diseases. Thus, e.g., II was prepared by 
(preparation given) with 
zole (preparation given) . Assays for 



inflammatory- or imm- 
employing said compds . 
1008113-59-4P 

RL: PAC (Pharmacological activity); SPN (Synthet 



modulators of glucocorticoid receptor, ap-1, and/or nf-kb activity and 
use thereof) 
308113-59-4 CAPLUS 

I-Xanthene-9-acetamide, N- [5- (4-f luoro-l-naphthalenyl) -lH-imidazol-2-yl] - 
,a-dimethyl- (CA INDEX NAME) 



650626-13-4 CAPLUS 
Acetamide, N-[5-(4-fluc 
NAME) 



Lcoid receptor, ap-1, and/or nf-kb activity and 
L-naphthalenyl)-lH-imidazol-2-yl] - (CA INDEX 
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ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



STN 



2005:732644 CAPLUS 
143:211899 

Preparation of heterocyclic bicyclooctylcarboxamide 
derivatives as modulators of glucocorticoid receptor, 
AP-1, and/or NF-xfl 

Weinstein, David S.; Sheppeck, James; Gilmore, John L. 

Bristol-Myers Squibb Company, USA 

PCT Int. Appl., 115 pp. 

CODEN: PIXXD2 

Patent 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2005073221 Al 20050811 WO 2005-US1293 20050114 



CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 



US 20050182083 Al 20050818 US 2005-35290 20050113 

EP 1711488 Al 20061018 EP 2005-711486 20050114 



R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, TR, BG, CZ, EE, HU, PL, SK, HR, 



IS, YU 

PRIORITY APPLN. INFO.: US 2004-537048P P 20040116 

US 2005-35290 A 20050113 

WO 2005-US1293 W 20050114 

OTHER SOURCE(S): CAS REACT 143:211899; MARPAT 143:211899 

AB Title compds. I [Y and W independently = C or N; X = CR3R4; R = H, alkyl, 
aryl, etc.; Rl = H, halo, alkenyl, etc.; R2 = H, alkoxy, aryloxy, etc.; R3 
and R4 independently = H, alkenyl, alkoxy, etc. or R3 and R4 may 

form a 3-7 membered ring which may optionally included O or N atom; Z = 
CONR5R6, CH2NR5R6, SONR5R6, etc.; R5 and R6 independently = H, amino, 

other = (un) substituted carbocycle or heterocycle with provisions] and 
their pharmaceutically acceptable salts, are prepared and disclosed as 
modulators of glucocorticoid receptor, AP-1, and/or NF-kB. Thus, 
e.g., II was prepared by amidation of III (preparation given) with 
4- (4-fluoronaphthalen-l-yl)-thiazol-2-ylamine. The activity of I to 
inhibit AP-1 was evaluated using cellular transrepressional assays and it 
was revealed that compds. of the invention possessed an EC50 value of less 
than 15 nM- I as modulator of glucocorticoid receptor, AP-1, and/or 
NF-kB should prove useful in the treatment of obesity, diabetes and 
inflammatory or immune associated diseases. Pharmaceutical compns . 
comprising I are disclosed. 
IT 650626-13-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

of glucocorticoid receptor, AP-1, and/or NF-kB) 
RN 650626-13-4 CAPLUS 

CN Acetamide, N- [5- (4-f luoro-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 
NAME) 



REFERENCE COUNT : 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



US 20050187242 
US 7253283 
EP 1703797 



'anej, Hinqwoi Vora; 



Bristol-Myers Squibb Compan 
PCT Int. Appl., 149 pp. 
CODEN: PIXXD2 



KIND DATE 



APPLICATION NO. 



WO ZOOb-US' ' 8C 



20050825 US 2005-35176 
20070807 

20060927 EP 2005-705688 

<, ES, FR, GB, GR, IT, LI, LI 



20050114 

. BY, BZ, CA, CH, 

. ES, FI, GB, GD, 

. KP, KR, KZ, LC, 

. MX, MZ, NA, NI, 

. SG, SK, SL, SY, 

, YU, ZA, ZM, ZW, : 

. u;;, zm, zw, am, 
. c:y, c:z, dk, dk, 

. MC, Nl„ Pl„ PT, 
. :;N, :;q, Ml,, 

20050113 



Al 20071122 US 2007-773506 20070705 
: US 2004-537469P P 20040116 

US 2005-35176 A 20050113 

WO 2005-US1180 W 20050114 

CAS REACT 143:211915; MARPAT 143:211915 
: dotted line = optional double bond; m, n = 1, 2; J, K 



C, N, O, S; R = H, alkyl, alkenyl, alkynyl, alkoxy, cyano, aryl, aryloxy, 
heteroaryl, amino, etc.; Rl = H, halo, alkyl, alkenyl, alkynyl, cyano, 
cyanoalkyl, hydroxyaryl, N02, amino, aryl, heteroaryl, etc.; R2 = H, 
alkyl, alkenyl, alkynyl, alkoxy, aryl, aryloxy, cyano, halo, N02, 
cyanoalkyl, etc.; R3, R4 = H, alkyl, alkenyl, alkynyl, aryl, OH, 
heteroaryl, hydroxyaryl, aryloxyalkyl, etc.; R3R4 = atoms to form a 3-7 
membered ring; R5, R6 = H, halo, OH, alkyl, alkenyl, alkynyl, alkoxy, 
aryl, aralkyl, aryloxy, heteroaryl, cyano, cyanoalkyl, N02, amino, etc.; E 
= (substituted) carbocyclyl, heterocyclyl ] , were prepared Thus, title 
compound (II) was prepared in 21% yield via coupling of the corresponding 
bicyclooctanecarboxylic acid and thiazolylamine in the presence of 
H0At/EDC/Et3N in MeCN at 85° for 5 h. I have glucocorticoid 
receptor/dexamethasone inhibition activity (>95% at 10 nM) and/or AP-1 
inhibition activity (EC50 <15 nM) . 
IT 650626-13-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

AP-1 and/or NF-kB activity) 
RN 650626-13-4 CAPLUS 

CN Acetamide, N- [ 5- ( 4-f luoro- 1-naphthalenyl) -lH-imidazol-2-yl ] - (CA INDEX 
NAME) 



NHAc 
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2005:729531 CAPLUS 
143:211914 

Preparation of azolylamino 
benzopyridobicyclooctanecarboxamides and 
dipyridobicyclooctanecarboxamides as modulators of 
activator protein 1 (AP-1) and/or NF-kB 
activity. 

Duan, Jingwu; Sheppeck, James; Jiang, Bin; Gilmore, 
John L. 

Bristol-Myers Squibb Company, USA 
PCT Int. Appl., 92 pp. 
CODEN: PIXXD2 
Patent 
English 



KIND DATE APPLICATION NO. DATE 



WO 2005072732 Al 20050811 WO 2005-US1181 20050114 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



DOCUMENT TYPE: 



PATENT NO. 



GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 



EE, ES, FI, FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 

RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 

MR, NE, SN, TD, TG 

US 20050182082 Al 20050818 US 2005-34822 20050113 

EP 1708701 Al 20061011 EP 2005-711446 20050114 



IE, SI, LT, LV, FI, RO, MK, CY, TR, BG, CZ, EE, HU, PL, SK, HR, 
IS, YU 

PRIORITY APPLN. INFO.: US 2004-537437P P 20040116 

US 2005-34822 A 20050113 

WO 2005-US1181 W 20050114 

OTHER SOURCE(S): CASREACT 143:211914; MARPAT 143:211914 

AB Title compds. [I; R = H, OH, alkyl, alkenyl, alkynyl, aryl, aralkyl, 

heteroaryl, heteroarylalkyl, etc.; Rl, R2 = H, halo, OH, alkyl, alkenyl, 
alkynyl, aryl, aryloxy, heteroaryl, cyano, hydroxyaryl, hydroxyalkyl , 
etc.; R3, R4 = H, alkyl, alkenyl, alkynyl, alkoxy, amino, aryl, OH, 

aminosulfonyl, aminosulf inyl; dotted lines = optional double bonds; X1-X8 
= CR15, CR16R17, N, NR18; R15-R17 = H, halo, OH, alkyl, alkenyl, alkynyl, 
alkoxy, aryl, aryloxy, heteroaryl, cyano, C02H, CH20H, etc.; R16R17 = 0; 
R18 = H, aryl, alkyl, alkenyl, alkynyl, alkoxy, amino, heteroaryl, 
cycloalkyl, etc.; with provisos], were prepared Thus, title compound (II) 
prepared in 7% yield via coupling of the corresponding acid and amine usinc 
EDC/HOBt/DIEPA in MeCN at 70° for 17 h. I showed glucocorticoid 
receptor/dexamethasone inhibition activity (>95% at 10 mM) and/or AP-1 
inhibitory activity (EC50 <15 iM) . 
IT 842154-93-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 

(preparation of azolylamino benzopyridobicyclooctanecarboxamides and 
dipyridobicyclooctanecarboxamides as modulators of AP-1 and/or 
NF-kB activity) 
RN 842154-93-2 CAPLUS 

CN Acetamide, N- [ 5- ( 1-naphthalenyl) -lH-imidazol-2-yl ] - (CA INDEX NAME) 




REFERENCE COUNT: 
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ACCESSION NUMBER: 2005:729529 CAPLUS 

DOCUMENT NUMBER: 143:211913 

TITLE: Preparation of bis (aryl) tricyclic modulators 

glucocorticoid receptor, AP-1, and/or NFkB 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

WO 2005072729 



activity. 

Yang, Bingwei Vera 
Bristol-Myers Squibb Company, 
PCT Int. Appl., 87 pp. 

CODEN: PIXXD2 
Patent 



DATE 
2005081] 



APPLICATION NO. 
WO 2005-US1229 



DATE 
200501 



RW: BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 



US 20050182110 Al 20050818 US 2005-35119 20050113 

US 7326728 B2 20080205 

EP 1708699 Al 20061011 EP 2005-711468 20050114 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, TR, BG, CZ, EE, HU, PL, SK, HR, 
IS, YU 

PRIORITY APPLN. INFO.: US 2004-537470P P 20040116 

WO 2005-US1229 W 20050114 

OTHER SOURCE(S): CASREACT 143:211913; MARPAT 143:211913 

AB Title compds. I [R = H, alk (en/yn) yl, cycloalkyl, etc.; R' = H, 

alk(en/yn)yl, cycloalkyl, etc.; Rl-2 = H, halo, OH, etc.; R3-4 = H, alkyl, 
alk (en/yn) yl, alkoxy, etc.; Z = SOl-2-amino, carboxamido, etc.; A, B = 

instance II is prepared in several steps f rom Y 9-nitroanthracene, P Me 
2-acetamidoacrylate and 2-amino-4- (naphthalen-l-yl) imidazole . I are 

diseases associated^ith AP-1 or NF-icB-induced transcription [no data] . 
IT 650626-13-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(preparation of bis (aryl) tricyclic imidazole/thiazole derivative modulal 

of 

glucocorticoid receptor, AP-1, and/or NFkB activity) 
RN 650626-13-4 CAPLUS 

CN Acetamide, N- [5- (4-f luoro-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 
NAME) 



REFERENCE COUNT : 
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ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 



STN 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:696690 CAPLUS 
143:186790 

Fused aryl and heteroaryl bicyclo [ 2 . 2 . 2 ] octane 
derivative modulators of the glucocorticoid receptor, 
AP-1, and/or NF-kB activity, and therapeutic use 

Duan, Jingwu; Jiang, Bin; Sheppeck, James; Gilmore, 
John L. 

Bristol-Myers Squibb Company, USA 
PCT Int. Appl., 74 pp. 
CODEN: PIXXD2 
Patent 



PATENT NO. 



WO 2005070207 



KIND DATE 



APPLICATION NO. 



WO ZOOb-US' T ' 



AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 



US 20050176716 Al 20050811 US 2005-34652 20050113 

EP 1705990 Al 20061004 EP 2005-711524 20050114 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, TR, BG, CZ, EE, HU, PL, SK, HR, 

IS, YU 

PRIORITY APPLN. INFO.: US 2004-537467P P 20040116 

US 2005-34652 A 20050113 

WO 2005-US1411 W 20050114 

OTHER SOURCE(S): MARPAT 143:186790 

AB A class of non-steroidal compds . are provided which are useful in treating 
diseases associated with modulation of the glucocorticoid receptor, AP-1, 
and/or NF-kB activity including obesity, diabetes, inflammatory and 
immune diseases. The compds. of the invention are fused aryl and 
heteroaryl bicyclo [ 2 . 2 . 2 ] octane derivs. I [R = H, OH, alkyl, etc.; Ra, Rb 



(15, 1 



= 1,2; Rl, R2 = 



ilkyl, 
iryl, £ 



ire pharmaceutical compns . and methods 
compds . for treating obesity, diabetes and inflammatory or in 
diseases. Compound preparation is included. 
842154-93-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Prepar 
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2005:120898 CAPLUS 
142:219297 

Preparation of pyrimidine analogs as 5-H] 
antagonists 

Borman, Richard Anthony; Coleman, Robert 
Clark, Kenneth Lyle; Oxford, Alexander Wi 
George; Archer, Janet Ann; Aley, Amanda; 

Pharmagene Laboratories Limited, UK 
PCT Int. Appl., 173 pp. 
CODEN: PIXXD2 
Patent 



PATENT NO. 



WO 2005012263 



KIND DATE 



APPLICATION NO. 



11 20050210 WO 2004-GB3184 20040723 
AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, 



JP 2006-520897 
GB 2003-17346 
US 2003-490286P 
WO 2004-GB3184 



20040723 
20030724 
20030728 
20040723 



CR SOURCE(S): CASREACT 142:219297; MARPAT 142:219297 

Title compds. represented by the formula I [wherein X = O or NH; Rl = 
(un) substituted aryl; R2, R3 = independently H, (un) substituted 
(cyclo)alkyl, cycloalkylalkyl , phenylalkyl; R4, R5 = independently H, 
(un) substituted (phenyl ) alkyl , sulfonylalkyl, carbonylalkyl , alkylamino or 
R4R5 = (un) substituted heterocyclic group; and pharmaceutically acceptable 
salts or solvates thereof], and 3 addnl . Markush structures, were prepared 
as 5-HT2b receptor agonists. For example, reaction of 

2-amino-4-chloro-6-methylpyrimidine with aniline in the microwave cavity 

gave II. I were tested for binding activity of 5-HT2A, 5-HT2B and 5-HT2C. 

Thus, I and their pharmaceutical compns . are useful for the treatment of a 

condition alleviated by antagonism of a 5-HT2B receptor, such as digestive 

tract disease (no data) . 

650626-13-4P 842154-69-2P 842154-70-5P 

842154-71-6P 842154-77-2P 842154-80-7P 

842154-83-0P 842154-85-2P 842154-87-4P 

842154-91-0P 842154-93-2P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

jaration of pyrimidinyl, imidazolyl, oxazolyl and triazolyl amine 
rs . as 5-HT2b receptor antagonists) 
.3-4 CAPLUS 

ie, N-[5-(4-fluoro-l-naphthalenyl)-lH-imidazol-2-yl]- (CA INDEX 



RN 842154-69-2 CAPLUS 

CN Acetamide, N- [5- (2-ethoxy-l-naphthalenyl ) -lH-imidazol-2-yl ] - (CA INDEX 
NAME) 



NHftc 



Et(X 




RN 842154-70-5 CAPLUS 

CN Acetamide, N- [5- (4-methoxy-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 




OMe 



RN 842154-71-6 CAPLUS 

CN Acetamide, N- [5- (2-methoxy-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 
NAME) 



^NHAc 



M :0 




RN 842154-77-2 CAPLUS 

CN Acetamide, N- [5- (7-bromo-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 
NAME) 



^ NHAc 




RN 842154-80-7 CAPLUS 

CN Acetamide, N- [5- (5-bromo-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 
NAME) 




Br 



RN 842154-83-0 CAPLUS 

CN Acetamide, N- [ 4-methyl-5- ( 1-naphthalenyl) -lH-imidazol-2-yl ] - (CA INDEX 
NAME) 



^NHAc 




RN 842154-85-2 CAPLUS 

CN Acetamide, N-[5- (2-methoxy-l-naphthalenyl) -4-methyl-lH-imidazol-2-yl] - 
(CA INDEX NAME) 



NHAc 




RN 842154-87-4 CAPLUS 

CN Acetamide, N- [4- (1-methylethyl) -5- (1-naphthalenyl) -lH-imidazol-2-yl] - (CA 
INDEX NAME) 



NHAc 




RN 842154-91-0 CAPLUS 

CN Acetamlde, N- [ 5- [2- (phenylmethoxy ) -1-naphthalenyl ] -lH-imidazol-2-yl] - (CA 
INDEX NAME) 



RN 842154-93-2 CAPLUS 

CN Acetamide, N- [5- (1-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX NAME) 



IT 842154-99-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of pyrimidinyl, imidazolyl , oxazolyl and triazolyl amine 
derivs. as 5-HT2b receptor antagonists) 
RN 842154-99-8 CAPLUS 

CN Acetamide, N- [5- (2-hydroxy-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 
NAME) 



NHAc: 




NHAc: 
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Preparation oi dibenzof used 

bicyclo[ 2. 2. 2] octane-derived amides as 

the glucocorticoid receptor 

Vaccaro, Wayne; Yang, Bingwei Vera; Kin 

Huynh, Tram; Tortolani, David R.; Leavi 

Li, Wenying; Doweyko, Arthur M. ; Chen, 

Bristol-Myers Squibb Company, USA; et e 
PCT Int. Appl., 265 pp. 
CODEN: PIXXD2 



PATENT NO. 



KIND DATE 



AU 2003251970 
US 20040132758 
US 6995181 
EP 1534273 



20040209 
20040708 
20060207 
20050601 



APPLICATION NO. 



WO 2003-US22300 



CA, CH, CN, 



? 2003-765638 



> 2006508042 
) 2005000074 
5 20050171136 



OTHER SOURCE (S) : 

; compds . I [R- 
■ io, alkyla 



T 20060309 JP 2004-523482 

A 20050309 NO 2005-74 

Al 20050804 US 2005-85347 

US 2002-396877P 
US 2003-621909 
WO 2003-US22300 

MARPAT 140:145835 

A = H, alk (en/yn) yl, alkoxy, aryl 



20050321 
20020718 
L 20030717 
20030717 



5 glucc 



=eptoi 



(CH3CN, EDCI, Et3N, HOAt, 



antagonist therapy s 
disorders . 
IT 650626-13-4 650626-17-8 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of dibenzofused bicyclo [ 2 . 2 . 2 ] octane-derived amides as 
modulators of glucocorticoid receptor) 
RN 650626-13-4 CAPLUS 

CN Acetamide, N- [5- (4-f luoro-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 
NAME) 



650626-17-8 CAPLUS 

Acetamide, N- [5- ( 6-methoxy-l-naphthalenyl) -: 
NAME) 



-imidazol-2-yl]- 
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2004:80449 CAPLUS 
140:157927 

Homology modeling of nuclee 
and design of Site II ligands 
Doweyko, Arthur; Nadler, Steven G. 
Bristol-Myers Squibb Company, USA 
PCT Int. Appl., 276 pp. 
CODEN: PIXXD2 
Patent 



PATENT NO. 



APPLICATION NO. 



DATE 



WO 2004009016 A2 20040129 WO 2003-US22299 20030717 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 



LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NI, NO, NZ, 

PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, 

TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, 



EP 1575502 A2 20050921 EP 2003-765637 20030717 

EP 1575502 A3 20051123 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 

US 20060223110 Al 20061005 US 2003-621807 20030717 

PRIORITY APPLN. INFO.: US 2002-396907P P 20020718 

WO 2003-US22299 W 20030717 

AB A binding site in nuclear hormone receptors is described and its 
structural coordinates are provided. The invention provides 
machine-readable data storage media comprising structure coordinates of 
Site II and computer systems comprising the machine-readable data storage 

identification of ligands of Site II and of modulators of nuclear hormone 
receptors. The invention provides ligands of Site II, modulators of NHRs, 
pharmaceutical compns . comprising modulators of NHRs, methods of 

modulators of an NHR. Also provided are methods of Y designing mutants, 
mutant NHRs, Site II binding assays, and models of Site II. 
IT 650626-13-4P 650626-17-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 

(homol. modeling of nuclear hormone receptor Site II in ligand binding 
domain and design of Site II ligands) 
RN 650626-13-4 CAPLUS 

CN Acetamide, N- [5- (4-f luoro-l-naphthalenyl) -lH-imidazol-2-yl] - (CA INDEX 
NAME) 




650626-17-8 CAPLUS 

Acetamide, N- [ 5- ( 6-methoxy-l-naphthalenyl) -lH-i 
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TITLE: Selective 5-HT4 receptor ligands. 

AUTHOR(S): Eglen, Richard M. ; Clark, Robin D. 

CORPORATE SOURCE: Neurobiology Unit, Roche Bioscience, Palo Alto, CA, 

94304, USA 

SOURCE: Book of Abstracts, 218th ACS National Meeting, New 

Orleans, Aug. 22-26 (1999), MEDI-179. American 
Chemical Society: Washington, D. C. 

DOCUMENT TYPE: Conference; Meeting Abstract 

LANGUAGE: English 

AB 5-hydroxytrptamine (5-HT)4 receptors mediate several 
actions of 5-HT in the central and periphera' 
Therapeutically, several selective agonists 

and gastroesophageal reflux disease (agonists) to irritable boweWisease 

been discovered, although these initially suffered from pharmacokinetic 
problems. These have now been overcome and several potent orally 
bioavailable compds . have been produced from different chemical series. 1 
presentation will review the current compds. under development. It will 
also discuss a pharmacophore model for both agonist andantagonist 
interaction at the receptor. Unlike the 5-HT3 receptor antagonist 
field, there are striking similarities in the manner of agonist and 
antagonist binding to the 5-HT4 receptor. 
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TITLE: Differential func 

5-hydroxytryptam: 



DOCUMENT TYPE: 



adrenergic receptor antagonists at 
5-hydroxytryptaminelB receptor sites in Chine 
hamster lung fibroblasts and opossum renal ep 
cells 

Pauwels, Petrus J.; Palmier, Christiane 

Lab. Cell. Neurobiol., Cent. Recherche Pierre 

Castres, 81106, Fr . 

Journal of Pharmacology and Experimental Ther 
(1994), 270(3), 938-45 
CODEN: JPETAB; ISSN : 0022-35 65 



cAMP foi 
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to inhibit 



A good c 



oi 1 



i fo. 



cAMP foi 

potentiate bFGF-induced thymidine incorpor 
Potent agonist activity was measured with 
5-methoxy-3, 1, 2, 3, 6-tetrahydro-4-pyridiny] 
5-carboxamidotryptamine (5-CT) , 3- (1,2, 5, 6 
pyrrolo (3, 2-b^pyril-5-one^ (CP^93, 129) and 



5r lung (CHL) fibi 
f forskolin-stimu: 
st growth (BFGF) : 
i the potency of ; 
-leir potency to 
t CHL fibroblasts 



,i [fir 



;epto: 



adre 



cidney c 
;yanopir 



receptor antagi 

4- (3-tert-butyl-amino-2-hydroxypropoxy) -indole- 
ester (SDZ 21,009), isamoltane, (-(-propranolol and (- 
antagonist activity at 5-HT1B receptor sites was yielc 
fibroblasts in accordance with the reported observatic 

5- HT1B receptors. Methiothepin was the only compound 
the opossum kidney cell and CHL fibroblast 5-HT1B rece 
responses although the antagonist effect was more pror 
CHL fibroblasts. In conclusion, both 5-HT1B receptor 
to measure different degrees of agonist or antagonist 
of compds . and are particularly useful to define agoni 
or antagonist activity of compds. with affinity for 5- 
receptors . 
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Analysis of the 5-HT receptor in rabbit sapl 
exemplifies the problems of using exclusion 
for receptor classification 
Martin, G. R.; MacLennan, S. J. 
Anal. Pharmacol. Group, Wellcome Res. Lab., 



BR3 :- 



, UK 



Naunyn-Schmiedeberg ' s 
342(2), 111-19 

CODEN: NSAPCC; ISSN: 0028-129E 



of Pharmacology ( 



LANGUAGE : 

AB 5-Hydroxytrptamine 
rabbit saphenous v 
compatible with a 
attempt k 



contraction directly, : 



(5-HT) contracts ring prepns . of 
iin via direct and indirect components, the latter being 
-yramine-like action at sympathetic nerve terminals. An 
:he identity of the receptor mediating 



ly accepted proposals 



: the 5-HTl-lil 



Led 5-HT2 r 
2sulted frc 
•ccluded. 1 



^43175, the 
;kade by the 



sibility that 
Like and 



,ip[.r 



2 pli 



:s and the 
ices^upon 



l.h'-ii 



;ifit 



i by e 



; foj 



differ 

efficacy ests . for a set of tryptamines. The power and ec 
approach were illustrated by showing how affinity and rela 
fingerprints obtained using 5-HT, 5-CT, ( + ) a-methyl-5-HT, 
5-methyltryptamine, and N,N-dimethyltryptamine establish a 
for the 5-HT receptor in rabbit saphenous vein and at the 
it to be a distinguished from other 5-HT receptor types pi 
allocated to the 5-HTl-like, 5-HT2, and so-called orphan i 
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Indolizine derivatives with biological activity 
3- (3-Aminopropyl) -2-methylindolizine, 
3- (3-Aminopropyl) -2-methyl-5, 6,7,8- 
tetrahydroindolizine, and their N-alkyl derivat 
Antonini, Ippolito; Cardellini, Mario; Claudi, 
Francesco; Franchetti, Palmarisa; Gulini, Ugo; 
Caro, Giuseppe; Venturi, Fabrizio 
1st. Chira. Farm. Chim. Org., Univ. Camerino, Ca 
Italy 

Journal of Pharmaceutical Sciences (1977), 66(1 
1692-6 

CODEN: JPMSAE; ISSN : 0022-354 9 

Journal 

English 
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